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i 6D CHEEVE T T4 B CTh D AR RIFIREME Y o EOFH IR Z BT 572912, Japan
Clinical Oncology Group (B ABGEEIEEIZE 2 /L—7) OlEE 7 /L — 712 B TR RER & B G+
< WFFEBE ARk LT, T3 A AR R R RIS L U o SBT3 2 IREFRT R B A b b L3 — MIRIE
SHRTRIE & FRERTRE A B M L3 — MEE+TE Y 1 3 FIFRABSEIEE+7F Y 1 3 NP &
DT o F MMEtEERER ] (JCOGI11)IE, ZOFEAICK LTk Thor 7T u I REAWD A1k
HEEWR B ICH G L CiThiLlz, JelEEESEICRB VLTI 2014 4 3 HITABATEE, 2014 9 HIZ
B OREREAIT T,

L LZED%, FElEER B O T OEBITP-< 0T, 3ERFM L 2017H 3 HORERTE IR
< WFFEHES N htisk O Tt X R5eix LT, o TEFPRGRIZ b KN AE U, £z, REERRBR O x5
P TdH DA PRI F MY I EITmEE IS VWVRATH D, o THHN D, JEFIEREZ
SV EEAS S IS ERRIZER T T PS DA THIR LI FNEE LWV EDEZ b o7, Lo LIk
WIS OFRIER Z RFET 2R CTh 5720, MOFORBROT VA 1 5E I LT, etz
BT DO EIRE 70 ICHET S 2588 o2 b W ) #mORBN H -7, T HIEFIERED
NR=ZN ENRLRWERD 1 D& o7, 2016 4F 8 H OREAT—YOBERIT 30 T, BB 130
BIOK) 25% ., Z OIRFTOFTEELERITA 80 51T 25 D TP EEMEUTKT L TIE 38% DEEFKIZH £ > T
W, B, ZTRE TORBRBICENTX, PASNNOEELRAEFEFRIIBEL TELT, K&
F a3 —VBET BB L TR > T2, BRIRERERZ O b O 1R THEFRIZHE L T 5,

Z 2T, 2016 FFE DD LLUT ORRRIE G SRR ER 258 U7z,

(1) BHERRIZISUN TR LI W1 AR AR RIS Y Vo SIERGI A B SR L TH BV, BERICE S )
STHEFNZ DWW TIE, ZOHER O & s OIE¥%E 2016 FFLEDN BB T2, &b ZWEHIX Lo
EONTHFEN T1 Wl ETH D Z L7120, BPIOFHE I A ZH0 BT 5 2 Ltk 5 fil/A o~<—
AR E 9 70 Z ERHA B E7roTe, Bl & 2HRER AT 5, (22016 4 EZIZILAE O fpdf
RAMEERR 1,300 12 L — &4 L, ABEBR LB X DNDIEFNZ OV TIEL, FiTaTdH 5 WIXFIRZIC
THARRBRBNEH 5Pt ST 572 AR L CIET S X ) ICBEV Lz, )2ED B AR F
BIERITBWTE T Ofdfid 5 VIE A ZITV, BEORENZBREV LT, (WJCOG MY /3y
N—TDA—=Y 7Y A MIBFEVD L TARBRICOWTIERZ L CIEW-, GVEMY v YEBRESIC
B L TARBROEHRZERL T W, 2D OfE, 2017455 A 30 H OB ST ARGk 77
BIETHML CE 72, B4 1 FERT 572 ha— L dGT 2%l Th 5,



The Brain Tumor Study Group of the Japan Clinical Oncology Group started a clinical trial, a
phase 3 study of high-dose methotrexate and whole brain radiotherapy with or without
concomitant and adjuvant temozolomide in patients with newly diagnosed primacy Central
Nervous System Lymphoma (JCOG1114). Since temodolomide is covered by dJapanese
insurance only for malignant gliomas but not for PCNSLs, the study subjects, this trial will be
conducted with the donation from MSD complying with “Senshin-Iryo-B” by the Japanese
Ministry of Health, Labour and Welfare, that approved our study in March, 2014.

Because of several reasons, the registration speed had been rather slow: Main reason for this
was the slow progress of approval of each institute by the “Senshin-Iryo-B” system. Secondly,
as expected, about half of the patients are over 71 year old and not eligible to this study. At the
timepoint of August 2016, about 2 year from the start of registration, there was only 30 cases
registered. To accelerate the registration, we perfomed several steps such as (1)we sent out
letters asking introduction of patients to about 1,300 neurosurgical hospitals all over Japan,
(2)we asked all the attending institutes to list up all the patients of PCNSL with their reasons
not been able to restrated, (3)we asked JCOG lymphoma group to introduce our study through
their mailing list, and (4)we asked a patients society of lymphoma to introduce our study on
their newspaper. 1 was effective temporally, and 2 has been effective rather continuously. At
the end of May, 2017, we have 77 cases registered. The number dramatically increased, but we
still need to extend our study one year to register full number, and now preparing for an

amendment.
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(155 HR AR RIEME Y % (primary central nervous system lymphoma; PCNSL) 3%/ &
BT DN, IR Z2 DI 2580, BURMEIRR 21T > THIBREIM-C R/ R o207
BINARRESINTVD,

[HE9] Al Hhbivid PCNSL O PR K F2BR T 5720, BRKRAY e b NSRRI 2 VT
T BT 24T > T2,

[%f5: - J57] PCNSL L 2MWr&ih, 32 & LT high-dose methotrexate MTX)# 1+ L OVEMMIRH 217 -
7 A1 EB (B 25 1], 22tk 16 5], ) 62.8 k) A X5 Lz, BRIRBURRGETHA & L CHRI, Fln,
Karnofsky performance status (KPS), JRZA5HAL (G EL, BRI, Mg - RBEIL) | HZssk,
TaktiEZ Fu, MR PEORRETHA - & L C MTX R BSE K+ (dihydrofolate reductase; DHFR, multidrug
resistance protein; MRP, lung resistance protein; LRP) . B #fil@ subtype B:#[X 1 (CD10, BCL6, MUM1,
CD138, GCET1, FOXP1) . #ia)E R ER+ (Ki67, p27) . #Eis+ (BCL2, cMYC, pSTATS) . #
FIfEERF  (OF-methylguanine-DNA methyltransferase; MGMT, mismatch repair; MMR & H) %%
eyl CRlfl L, A FHIR (progression-free survival; PFS) | 24:1F#i# (overall survival;
OS)Z FIC TR F A MR LTz, SHIT, HHERFEIETH D MTX DIfftPER I DV THRET L7z,

[FER] Bl Il 23 » H Th o 7o, HEEMTORER, PFS O TRIKF & L TSR
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2 (P=0.014), Fpdes « EBEIRZ (P=0.043), MLH1 (P=0.024), MSH2 (P=0.007). PMS2 (P=0.034)
2D OS TIEMRTHHZ (P=0.000), HFikHZ - EREPLFZ (2=0.013). cMYC (P=0.046), MSH2
(P=0.005), MSH6 (P=0.047) % &7z, F7= BCL6 3Eli% PFS, OS fEEfH A2 A b7z (% P=0.051,
P=0.055) , ZZ &N CIX . PFS O F#RK 1 & U TRZS (P=0.018) . itk - EREYLHZ (P=0.024),
Hi[E s high-dose cytarabine 1% (P=0.024), p27 %8 (P=0.01), MSH 2 %8 (P=0.023) TH 7=,
OS TIEMAATEEIRZA (P=0.037), HMEE « EBEMIKZA (P=0.05), MSH 2 %8 (P=0.037)Th 7=,
F - MTX OIitERF- & L T.PMS2 & FOXP1 DHBUK T & A ERBERD A 5T (45 P=0.024, P=0.024) ,

[#im] BCL6 mZHiiL OS, PFSIERIZ, p27 mi3E8lE PFS fERIC, £HIWA 1T PFS &EifiiZ. ¢ MYC
EFEBLT OS FfEICHEN A DT, AEPD T, M RRED & PikgEs - RN 2 S TER CITA RIS
0S. PFS 234 < . MMR & HRE A R IEF CIEAEIZ OS, PFS MER T2 Z LAvrah, T#%EFT
HDHARMEN R SN, S HIC, MTX [ifR+- & LT PMS2 7%, MMR & HOHRIUK 23 MTX
AN D L BEZ BT,

We performed a retrospective analyses of clinical as well as histopathological factors to elucidate
prognostic factors of the disease. 41 cases of PCNSLs were retrospectively analysed their clinical
parameters such as age, sex, KPS, location, etc, and histopathological factors such as expression of
DHFR, MRP, LRB, CD1-, CCL6, MUM1, CD138, GCET1, FOXP1, Ki67, p27, BCL2, cMYC, pSTST3,
MGMT, MMR, etc. Multivariant analyses revealed tumor location, multiple tumors, and expression
of MLH1, MSH2, PMS2, BCL6, and p27 are prognostic for PF'S, and location, high-dose AraC, p27,
MSH2, cMYC and BCL6 are prognostic for OS. Tumors in the anterior part of fornix, and

tegmentum are worse in survival, and expression of MMR is positively related to long survival.
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